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(57) Abstract: A sustained release preparation containing a dipeptidyl peptidase IV inhibitor and a hydrophilic polymer which can 
appropriately inhibit the dipeptidyl peptidase IV activity and is excellent in convenience or compliance. 



WO 2004/024184 



1 



PCT/JP2003/011570 



m m m 

ysVj^Vh^J-V— tf-IV(OT, DPP-IV iB§fBT^^i:^^^)ffi# 
Slfi, jfa&^GLP- 1 (glucagon-like peptide-l)tfW£tttt£lfl#U * 

W002/062764, TO01/55105, W002/02560) . 

Lfristzifi^ &cr\z$m.'tz>&5fc, &fon<o dpp-iv &®t%m-ti\mm 

-§rz>z\t ifikftlz t o t&? b t>*f * b < ft v>*§£-#2& o fc. 

0iJxJ£\ DPP-IV ISI^f^X^ >X P £ 
t> fi&BJAJfi!& (chronic rhinosinusitis)S#©JMftK© DPP-IV?£l4£# 

T—ty" (The FASEB) , 2002 *^ fgl6#, p. 1132-1134) . Ifc^t, 

istt^^#f^bTv^^m^^c^^T dpp-iv «tt^§ii<ia#'r2)^ 

GLP-l © DPP-IV t«fc5fti»^«I-e»S GLP-1 (9-36) 75 K#jfiL*ffi 

TfcmZ&T&tctb. SttWfc dpp-iv 

Or? > 7jz?-*Uzs- • x>F£^f / DS>- • 7>F • **#UX£ (Am 
I Physiol Endocrinol Metab) > 2002 ^, ^ 282 p.E873-E879) . 

0 (depression) (anxiety) ©»««£Jfoi» DPP-IV Stt©i£Tfctf 
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(Mol. Psychiatry) , 2001 fj§6^ p. 475-480) , 

&f b b < •fc^M&tf&Zt H 5 £«fc**.T, DPP-IV iSttSSftC 
*^M£>«, DPP-IV JStt£3I£K:|fiST#* l 0 l ®©flUIIC»*.#* 

S3lO**«>TW^bfc|g*, DPP-IV MUt^TKttSS^t 

mm ; 

2) M4 5 ©«^^ J jF©^»^5m*%^±T^?)tfff3l) fB^<D##£ 

4) jftL«{£T#JT&3MEl-) IBttOlfcftttlttfl ; 

5 ) vi^wi???-^- iv E&m®tttH££tf£&& 2 8&±©5> 

6) itl-ff-VW??-?— if- IV liiStlitSMttPJty^^ 
v;^^^-^-ivpi^^WT^mttOT<t^^^-&T^^>M 

IB 5) fBaog^; 

7) HRjSoTO^fctt^affl^StWES) fBifeOE^; 

8) jfiLttHSTffl-e**!M3 5) E«©K3H; 

9) ^1 «^^«4 I v^7 p ^> ? ;^^^-i?-lV 10 tatel, 
1 0)^8B#»f-«4'v^y^v;U^5 i y--tf-IVS14^ lOfc^b 
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1 1) js-^i mm&*> 8H^cbfcoT, jm^^^^^^^- 

1 2) SFSJPlflD^B&^fcttl&lSfflTfeSifffiS) , 1 0) Sfcttl 1) ©V> 
13) jfe«FfiTffl^**WIB9) ,10) Ss&ttl 1) ©V»m^fcl3«0 
1 4) q|9Lii<KlicinB9) , 10) Sfcttl 1) ©Vi-fn^fcE«©ltt!* 
Hi**. 

, DPP-IV MH«> dpp-iv [M^S^^^^SM^ ( I U 
BMB) fc«fc*4HB:EC3.4.14.5] ©#^tt&lfi§i-*^«»&lc"*i**. 

dpp-iv dpp-iv M^w^^nTv^PSO ; ^-©^ffi 

^#^^0^iM^T^75:oT^Tt)ci;V^ fftfc^ DPP-IV "WtStoJu 
^#rtT© W^^ttT^iiM#:<h?5:o fe^fc DPP-IV "flSfl&ffiSWi"* 

ri&ttftiMfcj -ei^TfeiK dpp-iv B&Xtt, ^^c^tts 
ft*, dpp-iv na«istttt, «Atf»a©j*»«ifci3irt-* rw^F (r 

aymond) (^7tf~r^-X (Diabetes) , 47 

1 2 5 3 - 1 2 5 8S, 1 9 9 8*P) J *fUfflbfc^JC«k t)?SBi*S 

DPP-IV fiSH0&#0i£LTKL KTOM (1) ~ (8) tfmvfZtl 

( 1 ) W002/062764 \Z%5M.Znt£& : 
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R 



L-NH 2 



[5£«f» atomic nwTt>j;v> 5- 1 om^»£> 
5 xteas-a^ -o-, -s-, -so-, -so 2 -£fc&-NR 3 - (r 3 
a (i) t«*n4M©a[tLTii, sBi^wtcWipsnsifc^ff* 

20 £ <h ©jfcwtf s o 

)im> iy=L^m.s -7W>», ^x>m, 3A^t, u>=nt, * 

25 ifiStt7^yKi:©Jfi©'fiF3i^tUTtt, 7;I^XX 'JyX *)V=l 
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wren*. 

5£ (I) T!**n*'fc'&«itt, mmmx°fo~oXb, 7Kfnti-e^oTt)<t 

5* (I) T*£ft5fc£^©^&0!l£bTfcJ:, £tT©fl3^*JW«f 6tl 
5. 

({fr&flbl - a) 
ASl*«, 

1) ~>5VS; 

2 ) * ; u/t^-f ;i/^+e>;i/ST^n^nsm$ nx ^x *> «t v> 
c ....yjWWfi <ff3sb<fcx^/w.*fcttc 2 .„7;v^x;i,g Gf?£b< 

4 ) 7 * b < ttc ,. 6 7; i/^;i/-^;i/#x;K$f * b < ttr-fe^w , 

- )Vfr 5 jiWttl* 1 & V> b 3 4B0BtfcS£^r b WT t> <k ^ c ,- 6 7;mp 

ype;i/#;wvE-i';k s^^a^/t^M hU7JU^-ox^;v*;UA* 

;i/-*;UA^-r;i/ (ff£b<«^D:/n£;i/#;w\^;i/) > c ,.,,77^ 
^■)V-ti)vn^)V (flF*b<tt^>3?;v*;wt^E-r;w) » th'n^i 

e-^U5?/*;u*x;W > c w 7KKW-;i' (#*b<tt 
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. *) 3 ; 

K j PT?fliiAsnT^Tt>«k^c H 7;i/^;v* (»tb<tt^f;K Mjy;i/ 
io *d;ww > *;w#+^;pat, K*jk 2 - 8 o7;V3+5/*;|/jK=m (ff 
SKttxh^^M-JW > ->7;i, *;wt*<;pat, 75 ys, ^ 

^y-r;u75/) , c,.„7;i/3*>'-*;p#-^7sy* (m> ^h+S'* 

15 -*;wt^-f;u7ay* (09. ^Wka^/tt'OVTSA >>*3\>k*7;w\* 
^;U75/) , c 6 . I4 7U-^-*;i/#-;i.75/» (0J> ^vMJPTS 

. -*M-jP75yi> */-$fctt$>-c ,. 10 7;w^^^;u7^y* 
(#g, ^^;i/x;w*n;i/75y, ^^^;^;p*n;w7sy) > c H ,7U- 
20 ;p^;p*-;i/75>3fcfc*tfc ^^^-^w^-oi^/S^J, 

it^/U;k **U-^7l/U;K ^7yj;K rh^yjJk fcTUS^k ^p 
25 -f>H-;k 5-WtW7 4 ;-;i'-3-'fJK 5-Wf7y7 

y-;i/-3~ i*;w ] ; 
8) 755V£; 
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it6~14©7U-JH (^U<S7xZJl/) ; 
Mb£*I ~b) 

as**** 

1) ^fggU~8(D7;i/3*v#;i^-;PS (ffSKttlh*^^- 

< «*'3 L ;w , ^i^^s* *#»2'-8 07;p3*s/*;w#-;H6 Off 
iL<(ixh*^Mzjw , ->7/», #;w\*^-f;i^ 75 * 
< /-sfett5?-c wo 7;w*y<;w75/ai (flu rwrsA -rv^> 
^y-oi/757) , c M0 7;^^^-^;i/fc;i/75y* (0J> *h*rzsij 

-*;w^>r;i/75yai (0fl> jWi'fcJWt^^sA $>*9\>fc&;wt 

-#;m$x;v75/*, ty-*fctts>-c ,. I0 7;w^;p*x;P75y* 
(0H> ^^;i/x;i/^nji/75y, ^/fMJi/^75;) , c W4 7U- 
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^+j-^ 7 yij;K ^TVJ;k xh?yu;k tfU^K fcTnUJk hU 

5 -J1/-3-- r;u) ] ; 

10 R I ^l^V>b3fflOAD^>Jg : ? : TffiSlSn , rViTt>«kViiSi*JSCl^ 

L/ 1 o <D7)v*)vm b < ; 

X^-O- ; 

ft (I) T?i$nSft^«l©ft^t), tVt>V2- [3- (75/^ 
15 ;W -4-^h^->-2— ryy^-l-^V-l, 2-vtHn-6 

rv^yujw -l. 3-^7y*-;p-4-*;ufchu;i/; 
-l, 2-5?kHn-6-' ry*y u;w - 1, s-^7V-)v-4-tuv 

20 2 - [3- (7^J^)V) -4-^h^>-2-fV^JV-l-^V 
-1, 2-^kHP-6-<V^>"j;W -1, 3-?7 ( 7-J!/-4-M 

2- [3- (75/*5p;w -4-yh+->-2-^y^;p-i~^y 

-1, 2-^k Hn-6— fVf^y U;H -1, 3-f7 , /-^-4-*Jk 

25 #>^x^;u ; 

(e) - 3- [3- <7k/;ww -4-yh^^-2—ry^;u-i 
-^y^i, 2-/tHo-6-' ry+y u;w -2-7*0^-5 h; 

(E) -3- [3- (75//3MI/) -2-' fy^jl/-4-7x^-l 

-#*y-i, 2-ytKa-6- rv*y U;w -2 -7 K ; 
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3- (75 J^)V) ~ 2 — r vy^;i/- 1 -^V-4--7x-;i/- 1, 

2-^tFn-6-^74VU>#>4^HJ-$ H ; 

2-{ [3- (TS/^^l/) -2— TV^;U-4-7x-;i/- 

- 1 , 2 - y t H P - 6 U t^M 7t^ 5 H^: b K 



K*, f tel £fcte2ft; g&O, l£fc»2ft;X«-CH 2 -» -0-, 
10 -S-, -SO-, -S0 2 -££te-NR 3 - (R 3 &7KS?fBWc« C,_ 6 
7;WUSftjKT) *;Rtt**IS^> ~s7/&, -CHO, -B(OH) 2 , 
-P(0)(OR 3 ), -CCR 4 £fcK£-CH = NR 5 (R 4 ****®^ 7?' 
?HjiB\ C,_,7;W^ y7/i, nhPS, -OR 3 , -C0 2 R 3 £/>cte 
-COR 3 ft (R 3 MfS£l^icisft^r) ;R 5 tt7xrjH, -O 
15 R 3 > -OCOR 3 SfcfK>yJ^yS^ (R 3 ttSulBt|I|^«^T) ft 

R 3 T^£n3c,_ 6 7^^S£bTte, x^;k t* 

M^>;k l.l-v^WK/^k 2,2-> ? ^^;i/7 r ^;K 3,3— ^^Wl^ 
25 S^jl/^^l/S^OHftK^LfcS^Wen*. 



5 



(2) W095/15309 fc£KBB*i$ftfc£ : 



Mb 2] 




R 
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B-7S./5s9u7*>Wt* )S-T5/^^P^>^>m> i3-757y^DA 

io wr"fc£^o 

K:ifc^k2M©glj|g£#LWT ! b«kV>. 
15 ±IBLfc r75yS±©«m»J tLT\$, M£ftWTt>£V«t7k 

P7;i^r-;i^ c I _,7;^-;m, c 4 _ 12 o 7;u# ^izji/g, c,_ l4 7 
* p C3.'i. i]^7>;us^»^tfe>n§o 

25 m^) ; ~>7 / £ ; 7 X«T«£ nT fc «fc i*zkB6£ ;tHn^ ; 
1 ^Vib3<@©APy>^ (ffSb<tt7 7i) T-g&^nWTfcckVi 

%> ck ^liiiTt j - s - g& $ nx %> =k n 7 5 y wm\l % 
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z. cx isjmrmmz nx % & wkmsj 7 ~>;i/» tuft 
mmznx^xb^ c 6 _ 14 7 u n&tts c 6 _ 14 7 u lx 

10- jftS^UWb«t<, COJc-SftBSIgfcbTfcJ:* WAIiAD^Vgf 
(»$l/<H7yS, mm. MzM) ; v7yS;-ho«;C,_ 6 7;WPS; 
l^Vib3ffl©Aay>M^ (j?*L<tt7y*) T?B$fe£ftTfc<kV> C,_ 6 
7>3^>« ; tlJV^zyJVm ; ^Wt^E-f JUS ; C,_ 6 7)V*)VXM~)V 

S (0*b<tt^^>^;i/*-ji/S) ; c l _ 6 7;p^;uST- ; Ey-Sfc«> ? - 
15 ui$nww^75^j»i (^K^wsy^p 

<tt, 5--ho-2-fc? Vi?)V7S.S& 5-^77-2-tf u^;P7^/*> 2 

c 6 _ l4 7U-^s^rc«em$nTViTfeiv^s*"e ; &y-tyc^^-s 
u-;i/*j mmnx^x%^mm^mi #we>n£. B&g 
±13 r75yM«±©fi^sj tutu w^.«fi|ji*nwT , b«kvs 

jftSnt^TfeJ:^ C 1 _„7;Un^v'S> 7*/)V&. _B&£ftTWbJ;V>7 
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12 

x.^c,_ 10 7;wi/^ c 1H! y^D7Mm c 2 _ 10 7;!^njm c 3 _,r>^ 
n7;u^;i^&£^we>ti3 0 

*;i/^^^;i/»j;txc l _ 6 7;wi/-^^;^^;i/S^e»s«n^em 

LTViTfecfc^ c,_ a 7;wps^f^wr6tis. em^ogMSteu 75 

ft (id Tgstis^oitiTH a (i) T^$n^<b^#j(Dit 
26 traao'bo^wrsn*. 

ft (II) •?ISn5flj^«llt ^7K*ntlT&oTt>> *ft«T?*oT'bJ: 
* (ID T*<*n*fc^©#3i£0!lfcUT», ft 
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"'in « ? * cm 



H 



£ n 3 (2S) -1- { { {2- [ (5- 5/ 7 / tf U i? >-2--f ;W 7 5 7 ] X 5P;W 7 5 
y}7-fe5 L ;i/}-2->7/-HDU> ? > (DPP-728) (W098/19998 fcflBft) > 



Tg£tl3 (2S)-l-{[(3-t Fn*3/-l-7^>f;W75y] 7ttM-2- 
5>77-tfnU> ? > (LAF237) (W000/3424UCBH«) , 
(2S)-l-{{{2-[(l-tf U 5 v>-2— Ol/bf^U 5?>-H;H7 5 /}7ir^ 
M-2->7/-eoU^> (W002/30890 , 

io (2S)-i-{{{2-[(tf 5e»-2-<f )V) 75 ;]x?;H75 / i 7ttM-i- 9 s7 
y-tf p y (s)-i-{i-[5-(n, N^^^ji/75 y x;i/^x;w-2-tf u $w 

7 5 /]-2-^5 1 ;W2-7°P t?;V75 /}7-fe^;l/-2-tfD u 5?>*;p#= h u 

)V (K-361) (WO02/51836 \Zfdffl) * 

&£©N-(N' -B&^U 5^W-2-:>7/-tfPU^>Sf#* ; 

15 ^; 

o 

T«$tl^L-threo-'fVD-r>';l/ ?7W&> (P32/98) » L-allo-fV 
P-f v-^P 5 1 77Uv>, L-threo-f VP-f ~>;U fcfP'J^X L-al lo — f VP 
<iz/)V fc!bu^X L-AUJl/ tf P U ^>fS:E(D^7V^ ?>&2>Wt\du 
20 U5»«HW*: (WOO 1/72290 fcgfcfi*) ; fc&Wtf&ft*. 
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(3) WO01/55105 £i3ffc£n£N-fi& 2 -z/7 J tf U-)V&&.U2 -5/7 
/ hfP'J>^'#. $f^b<«, (S,S)-l-(2-7i= 7 -3, 3-^*^7^ U 
;W -2, 5-5? t F P -1H- 1° P -;i/-2-# JUfc h U )V. 

(4) W002/02560 £fE«£ ft^S^-ft^o £?£L<&> 7-^>5^;i/ 
5 -8-[6-(t FP^^y^;i/)-l ) 4-i>7irV1>-W;i/]-l,3-^y^;i/-3,7-^ 

t HP7°U >-2,6-^^X 

(5) W001/68603 £fE«&£n/c, D^n/t>tffillfcHn U 5^>M* 
£P£b<te, (lS,3S,5S)-2-[(2S)-2-75 7-3 ) 3->?y^^U;H-3- 

5/7 7 -2-71? t: 5/£ P [3. 1 . 0] ^U">. 
10 (6) W002/14271 KUBfS^nfc^PU £ L < « , 

(2S) -1- [ (2S, 4S) -4- (3-^ P P-4- i/7 J 7x-jW 7 5 J -2- If P U *?~)V% 
j\,#—)V\ -2-5/7 V tf P U 5? X 

(7) W002/38541 fciafltStlfc 5/7 7 tf P U 5?>fi©#. £?£L<te, 

(2s,4S)-i-[(2s, 3s)-2-75y-3-ys^;v-^>^y-r ;w -2-5/7 y -4-7;^ 

15 OlfoU^X (2S,4S)-2-5/7y-4-7;i/^P-l-[(l-k HP^5/y^;i/)5/7 
D^>fJV7'5 y]7"fe^;Hf P U5*>, (2S,4S)-2-5/7y-4-7^4-P 

(8) WO02/02560, WO 03/055881, W0 03/040174, W0 03/037327, W0 03/035057, 
W0 03/035067, W0 03/024942, WO 03/024965, WO 03/004498, WO 03/004496, 

20 WO 03/000250, WO 03/002530, WO 03/002531, WO 03/002553, WO 03/000180, 
WO 03/000181, EP 1258476, WO 0251836, WO 02/68420, US 6432969 mztZM 

zntdk&m ; P93/01 fc£. 
25 (A \*)Vm 0 Om L £JB^T/1 Y )\s<DWffikl 0 0 r 

isg^tsg^oiitiau o o%^tHbfe<h#©^^^, mum 
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sas*fc**n* dpp- iv •fcswfrtnairtfTKic 
iits - 1 t«k e> dpp-iv las^ojitai&wffliT?***^***^*. 

fcl/T, ^KttlmP a • sELfc, <fcf]^b<tt4mP a • s gi>±T 
©SiftSfltt'rSEfcfc.fcoT, *«fflJ&>5© DPP-IV MH©ttWSBK& 

H7Ktti«^©*WJitT«> HPC-SSL GSffi£, B#.W>i (80 
tt) (20"CK:*»tS 2 aM%7KM©*6S : 2. 0-2. 9mPa • sK 
HPC-SL (ffiA«t H*#Jt'(«0 8) (20*Cfc*^« 2 M%zK»« 
©16*: 3. 0-5. 9mPa- s) , HPC-L B^Wit (80 

It) (ZO'CC^^S 2aa%7j<«©ffiS: 6. 0~10. OmPa-s), 
HPC-M B#f31 («0 W ttOTJfcStt* 2MX**Sc© 

SiS : 1 5 0 — 4 0 OmPa • s) > HPC-H (iSM* B##3i «*) 
M) (20 < CK::fett<5 2 a*%7jcM©ffiS : 1000-40 OOmP a- s) 
^^©kFP^^^Ptf;i/-fe;PD-7v (HPC) ; 

^hp-xsB-4 (®p°n^ ®mt*x.m (w m (20"ck:*^« 2 m 

• ft«7KSF*©3teSE :ID4mPa- s) > TC- 5RW (iSM, ffiSHb^I 
H OHO §5) (20 t C}l43^-2> 2 M%#*Sift©«i« :»6mPa's) , T 
C-5S «*> (2<TCfc:&ttS 2S*X7Ki»tt 
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5mPa • s) , * ho-X6 0 SH- 5 0 (ffia«. ffi@ft 

&xn (W> m) (zQwzistfz 2 mm%7mm(o^m jsomPa-s), 

*hO-X6 5SH-5 0 im^XM (80 ») (20*C£:fe# 

§ 2 Sa*7K8fifc©#fig : *tJ5 OmP a • s) , * ho— X9 OSH- 1 0 
5 0 fSiHt^XH (80 SI) ttOt^CW* 2fiSK*8ft©ffig : 

DlOOmPa-s) , * h D-X9 0 S H- 1 0 0 S R fSiSte 
^XH (I*) St) 2 a*X7K»*Ott« : ttl 0 OmP a • 

s) , j* hP-X6 5SH-400 fflittfli*!* (80 «)• (2(TC 

fcfcttS 2 M%7KM©« :D400mPa - s) , ;* hO-X9 0 S 

io H-4 0 0 Mi8«Xit (HO 8) (20 , CK:£W-*' 2 SafczRiS 

*£©&&: #94 0 OmP a • s) , * hO-X6 5 SH- 1 5 0 0 GSi&£, 
flWMfe^lS (80 fi) (20«Cfc*W-* 2 M«%7j<«©)te^ : «i 5 0 0 
mPa-s), * hO-X6 OSH- 4 0 0 0 flttWb^I* (80 

S) (2(TCK:;fett5 2 aS%7K«©^ : $J4 0 0 OmP a • s ) , ^ h 

15 O-X6 5SH-4 0 0 0 ti^lH (80 8) (20'CK:*W- 

3 2 gSX*i8Jft©«ig : JKI4 0 0 OmP a • s) , ^ hO-X9 OSH- 

4000 mm<b*xm m m> ao'CK&tts 2 mm%*mm 

<D%m :!94 0 0 0mPa • s) , ^ hO-X9 OSH-4000SR (ffi 
flttWB^I* (80 £) (2(TCK:*5#S 2S***fc»!©«i«:tt4 
20 0 0 OmP a • s) , ^ ho-X9 OSH- 3 0 0 0 0 (fgJ P D p£, WiMit^ 
xm (80 M) (20X;\Z&VfZ 2 mm%7k®Wi<Df&m :*93OO00mPa • 
s ) > * h D-X9 OSH- 100000 (fgo a n£> «j&Wb¥lfc (80 M) 
(20 < C{£&tt3 2 Ma%7KM©^ :HlOOO0OraPa - s) , 
D-X9 0SH-100000SR (i£p a p£, imit^XM (80 U) (20"C 
25 fc*5tt* 2 mSX*»»Ofiig : *5 1 0 0 0 0 OmP a • s ) fc£©k h'D 

^ho-xsMi 5 G&a«. mm<t¥xn cm m mm-.mi 5mp 

a • s, 2tt%7jc&j& 2 0*0 , ^ho-XSM2 5 (ffifig, iMMit 
¥xm (80 ») (2(TCfc*5W-* 2 «***»«©*&& : m 2 5 mP a • s ) , 
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^ho-xsMi oo offifi£, mm^xm m «) m-cks*** 2 

: *91 0 OmPa • s) , ;*hP-XSM4 0 0 03 A 
ffijffiftS^Iil (80 ») (20C££ttS 2 SI; : $14 0 

OmP a • s). , ;* hP-XSMl 5 0 0 GSA€, Mfl^lOtt <#) «) 

5 (20"CfcfcW-£ 2 M*KzK»&©tt£ : »1 5 0 OmP a-s)>^bD- 
XSM4 0 0 0 CAA«, WMsMI* («0 'ft) (20C£&tt3 2 ftftX 
*»tt©tt*:*94 0 0 OmP a • s) , /hP-XSM8 0 0 0 GSA£> 
Mft^Ii! OHO K) (2<rCK:*3tt£ 2 SS*zK&Sifc©8i£ : ^8 0 0 0 
mPa • s) fcEOt^Jltfru-Z ; 

10 WSR N-12K art>*-AMFtl) (2(TCfc:fettS 2 

S*«*»?at©tt§f : 4 0 0-8 0 OmP a • s) , WSR N-60K (S 
pl-*>#-AW FftI) aoCC&ttS 2 SS%tKM©^ : 2 
000— 4000 mP a- s) , WSR 301 (?®A£> A* 
-f Ftt» (25 < C{C*5tt-§) 1 : 1500-4500 mP 

15 a-s) , WSR Co agu 1 an t (iSA£> a-:*>#-/vr FftlS) 
(25"CC*W-S 1 :4500~7500mPa-s), 
WSR 3 0 3 mtihZ* n.~-*>%-JU FtfcW (25CK£ttS 1 »*% 
*jSlft©«iSf : 7500-10000 mP a- s), WSR 308 (ffiA 
4, Fttl) (25*CK:£tt5 1 : 1 0 

20 000-1500 OmP a • s) ft^O^'Jlf F ; 

it>P-XF- 1 5 OMC (ftA«; B*«tt^) (25^^^^ 1 *»% 
fcfclKOtt* : 1200-1800 mP a - s) , U">a-XF- 3 0 OM 
C (ffiflg, 0*«&K) (25CK£tt3 1 *S«2K**©«i« : 2 5 0 
0-3 0 0 OmP a • s) , it>n-XF-l 0 0 OMC (i$A£< B#§2 

25 ifffiftSS) (25t;K:*5WS 1 mm%7mm<D^m :8000~12000mP 
a • s ) UE(Dfs)Vt^y^)V^.)Vu~-7si- h U t>h ; fc£##tf &n*. 

tJftifCioTft^^ ^J^«l-9 0m*%, »*U<tt5~8 0* 



WO 2004/024184 



18 



PCT/JP2003/011570 



£L<«1 0~80li%T^§„ 

*^-fe;vs*tr) , mum, mmEv>mum',$>&x$m\ m. w.mmL 

zzx, mm^m\zn^n^mthx\t, mmmuthxmm^m. 
mmto&wzmmm.imn* WMsmmm* mm. m&ta. mmiuzw 

mmMofmfcmtvTtt, am, b*n d--?>- 1 — ;k D-y;nf 

h-;k x>7°>, afbx>^>> f^h'JX tta-fe;pn-^, ffitu 
St Hd^d bf;Hr;i/D-x, #;uj|^^*^;hz;I/p— h U 

dA, pWH^p-x, *;i/^v^^;Hr;pp-7>, #;w#*$/;i3\>p 
p-x, T^xhux t>^x k KP^->yptr;i/-fe;up-x, kh*n 



WO 2004/024184 



PCT/JP2003/011570 



it) > fi-1ju?>. 9UU7J)V, ^>tfy, 

*58W©*ftffiKa0fcfflV^n* DPP- IV fi*3fe&*«t*ttT!**»&» # 

25 ©&fc©fi««. ^TW^iglf&S. 

VD>SI> ^IH^Bk 77>A°^^>m, 4W5> 
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■ mmm^n^m\^<D^m\t, dpp- iv m.^M<omm^n^o^m. m 

3 om%t&&. 

K £^ 7-)^ fc#U 

$§gHJ<D&M§^JJ^ fJAI« (08, 2»M> & 

jBttfRJfi) , AIBjHl£ (03. WhU^U-feU King* M^U7,r-u-)VM&, 
10 {gHDLAfe &^iMtt) , mmmit, ffiffiffi*£ [IGT (Impaired 
Glucose Tolerance) L I FG (Impaired Fasting Glucose), I FG (Impaired 
Fasting Glycemia) , 3tl^tt-£r« [#]> Wfe «^ 

is mm&mm, mtaiST, Mt^s, ^asmta**] -&e<d 

#f^O#M«J^ mffimm^ IFG (Impaired Fasting 
Glucose) SfdilFG (Impaired FastingGlycemia) frB%gmM^(DMM 

20 zziz. *%wo)®ijk&mMfe. s? (^«) mmm. & (/saws) n 

DPP-IVffi*H£te, aMaJBFOM (#mt, Slttli^l 2 6mg/d 
mJ:^fc«7 5giiiP^F^«A«^ ( 7 5 g OGTT) 2«M*U 

4 0mg/dlK±mi^a ££V>T, M#f$^>XU>#» 
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i:&z>vp?-nm&M*migimmtisT®o. o i~i o omg/kgfti> 

$?£b<k£0. 0 5~3 0mg/kgtl> $6H|iftb<ttO. 1~10 
mg/kgMT^O- £<D«£1 S l®~2®&5--$-Z>Z.tt)m : £Lh\ 

*%w(Dmkmm\<D&foW!o dpp-iv mmmik\&m%\*^ k&lk « i 
mi%. dpp-iv dpp-iv 

GLP— 1 ^W^Pt^^$n^^:fe(^ DPP-IV BiH 

*mm-?z»Bmtf$>z>^ *%w<D'&m&mm\$. mmiz-hrz^x dpp-iv 

BSiMtf^fcfe, 1 0 l HKDMTfe+M DPP-IV M2ft*&58» 
DPP-IV E§HiaS3l5^L, #/HHlS»J£Q. 0 1-1 0 0&£ffi 
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7, U >M ; -f >X U >®77^ > h (0!, INS-lf)), 

U* % /X GI-26257 0, l^U^XReglixane) ( J TT-5 0 1), 
*h^U^/>(Netoglitazone)(MCC_5 5 5), YM-4 4.0, KRP — 

5 2 9 7, CS-01L FK-614, yflPV ^If-MRagagli tazar) (N 
N-6'2 2), T-it^U^if">»KTesaglitazar)(AZ-2 4 2), BMS-2 
9 8 5 8 5, EML-1 6 3 3 6, W09 9/5 8 5 1 0 fcBJfcGHfr&tt (01 
*.« (E) -4- [4- (5-^fJl/-2-7i^-4-tWJiM 
h3^» ^>^l/t+H5y] -4-7x^«) ) , PPARrT=f-X 

10 K PPARr7>*=f~*K PPARr/ax^7;i/7=f-Xh> 

— tfMftl (flK 7^;l/^-X, XS^'Jf 

-h) , £^7:MKflJ (09, 7x»5>, 7*)VS.> 

^fe«^ne»©m (#9, sk& 7-?-j««, 3A^«» ) , -f >xu 

F, ■•fe^U^H, tf^'Jr-H, 5 ^^'J ^ F ^ fctt^©* Jl^y 7i^I* 
frft] » GLP- lg£#7:*~7.h [09, GLP-l, NN-2211, AC -2993 
(exendin-4) , B IM-51077, Ai b (8,35) h GLP-1 (7,37) NH 2 ]., 
20 7S.V>7dt~*h (M. ^A'J^F) , 7*X7*f n-»7*X7 
y&-Vm.mM K±i»WO » 3 3 7=fnxh (09, CL-3 162 
43, SR- 5 8 6 1 1 -A, UL-TG-30.7, SB-2 2 6 5 5 2, 
• A J - 9 6 7 7, BMS - 1 96 0 85, AZ40140) , »8r£M8I 
(09, ifVU— ?>ftZ-fcV 7 -VmMM, ^3-7-6-^77^- 

25 -t'la^j, ' t?)v%zi>mm* , Ah^^f>s«*7^n > sgl 

T (sodium-glucose cotransporter) IS^J (09, T-1 0 9 5) 

*R*!tt^Wfii6«fflltl/Ttt, 7;H«-^Jl7cB*ia«W (0»U h)VU 
7>#yh* 2L/VVUZ?yh* -tft^^yK 7^l/7^yh, 
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V7s$y K 7s(?UX9y K SNK-8 6 0, CT-1 1 2) , 

mm^^zs^omtxim ngf, nt-3, bdnf, wooi/i 

4 3 7 2fcfBttO-a.-D h07W • (0!*.tf4- (4- 

i/nn7x"JW -2- {2-*3-)V-l—i )V) -5- [3- (2 

Y-128), PKCRaftSfl LY-3 3 3 5 3 1), AGEEfiSI 
ALT9 4 6, \L^fyy, h^U^X N~7xt'>JI^7l/'Jf A 
7*07^f H (ALT7 6 6) , EXO- 2 2 6) > JgttBt^^H (flK ? 

^-^ hW) , JMUffe^so ^T7*u h, t^u^y) tmf ens. 

io mUsm^J^bT^ Pl^xP-;i^«$^&37^>^b£- 
t) (0!K "fe'JAT^X 7^A7n^X ^AT^X DA7s^^>> 

i 

^-hu^Ait) ) > 7,?7u>%immmmm m> W097/10224 

\Ztm.(Oi^m. fllfctfN- [ [(3R,5S)-l-(3-7-fe h +^-2. 2-5?^ 
15 D tf;P)-7-£ D 0-5-(2, 3-$>* K+'>7ir^)-K+V-r, 2, 3, 5-T" h 7 

h h n-4, i-^>y^+iHf tr>-s-f ;w tr^u s»-4-»ifcfc£) , 

-YT^-K ^U77^f77-h) , ACATMSH (#!l> 7A'y7^f7 
(Avasimibe) , X7;i^>T-r 7 (Eflucimibe) ) , ^>SSSI»Jli (#K 
20 n l/X^^^ », 7D7*n-;K -n^>Sg^^J(^l> -□^E-;Knicomol)> 
-«fe ij h □— jKniceritrol)) > -f nit^> hKx^;k UttX-r p— ;K09, 
V<7nT"P— JKsoysterol), #> T^UitV -;Kr -oryzanol)) ^jWWF 

25 it^yiJM T77"u;w > yy^y-yyywwsm w. *ytt)V 
$y yu*-t^)i>, nw>, 'i7 , ow>, /tji/t;^>, 

-r;u^ij-;i/^>, *vtJ-;i^» , *;k>7AM tx 

^hf>, X7xS?fcfX 7ADyt!X Xtfcx>>fc!>, X;frJl/v?fcf;>) » # 
U f 7A^^>^;i/WP^(^J, l/77PV^UA,L-27152,AL 067KNIP-121) , 
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^>7x^5X 7y>F-Jk 7x^7*D/t;-^7S>, ?n^> 

(#!], CL- 3 1 6 2 4 3, SR- 5 8 6 1 1 -A, UL-TG- 3 0 7, 
SB-226552, AJ-9 6 7 7, BMS- 1 9 6 0 8 5, AZ401 

40) . *7?FitkWtofflm (m, vzf^y, cntf {3mvmm§m 

WT-) ) , 3W>7h+->7^-Xb (0»J, U>^hU7°h, FPL-1 
10 5 8 4 9) ^#*3&tf&ns. 

t7o5X U-'J^;WB6*;U'>^Ax^D5» , ?7yF»J (fll, 
X5P7^F, y^/D^>f7yh\ h U # WM?7y b\ tHn^nnf 
7vK, hHD7JMf7J?F, 'O^kFP^DD^yF, ^>7Jl/ 
15 5^h\ #U5f7^h\ ^^o^7^H) , trL7;i/H7.xP>M (#1, 

"7;i/^H> -f>^5F) > 71/irsF, -rvv;nfF> x^u>m, tf 

l^XF, 7*^Xh\ 7Dt$FWf^5. 

%)Vyyj*> ^;i/^U>^hU , >A(dalteparin sodium)) , 7A7 7'J 

y m. 7;U7 7U>^u , 7A) , mbuy\z>m 7)Vi!hurt> 

(aragatroban)) , sk^MM (#1, >y*o*:J— if (urokinase) , J-V^— 
if (tisokinase), 7;i/f7 , 7- if (alteplase), i-^^y— if (nateplase), 
25 ^y'T'y"^— if (monteplase), /1$x*7*7— if (pamiteplase)) , ifil/h&ll^ 
#P« (M, ifi&3^Dlf^>(ticlopidine hydrochloride), yDX^ 1 /- 
;Mcilostazol), -f n+M^> KSfcX^k ^^D* h U ^ACberaprost 
sodium), 4fifift1f;i/*^V7-Ksarpogrelate hydrochloride)) &£j&*#ttf 
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TDPP-IV Mlj£cDMSg#W£S2 3^±© DPP-1V 

n jit, tdpp-iv li^tia «, dpp-iv iM^^rsi^rrfc 

n«£<, MttMT^oTfejSMttMT^oTfcck^o TDPP-IV 

mh^tmj ©DPP-ivm^MMMte, 4#cisj£sm\ dpp- 
iv M^WJ^e>S»ii£t!ttJ:0^m-r^m^J, dpp- 
iv a^^tar^®^ itpH©fftnMbt dpp-iv wem&m 

dpp-iv mmm*i&mT%MM,MM&%wt®m\z&K)wnmn%mmti 

^hRS 0SiSi£, P-A7 7;i/T&S) ) ,'7^'JMIIf)h^^' 

r«ffl©«ftfc#V5 DPP-IV H^^tBT^Mj tUTH 0>J*-fcf# 
iJ^U P — ;Wb^U"fe'J F (tfl, Gelucire50/13 ,(i&p a p£, 
GATTEFOSSE tbft) Sfrtrf 7* JWSIfc tf S *13 . 

r^pHO«{C^UT DPP-IV E*SI*fttHT*fil»Jj tUTtt, 



• • 
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**VL-3 0D5 5 (AA«. 0"A77Kttl) ] > **7*U;Wt 

r3S£zK££JR 0 atr d t \z «fc 0 TOrt*^Sb*0rt*flE**i? DPP— IV 
rjM«*svitt*#K:«fct)HJ*Wsn*«fflj tvx\*. dpp-iv 

r2ffi^±©DPP-iv[5l§^W»J ©^tB» 

© DPP-IV MlS^tliSlJ J£-»SrT?&oT*>«fcV>U av»fc»£l/fc 
WCSIt^TU^. ^t,MllttTH 2 «EUi© DPP-IV 

T * E fcfc«k o «Mffefc fcfcfeotftnfc DPP-IV ffi*™ 

dpp-iv iti^fiit© dpp-iv &&^n©^*ra> dpp- iv mmmvm 
dpp-iv aip*^iisfl©ay^tt, wiBufc*»w©»*tttt«o»^tra 
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5/, £"7, -f** 5yM fc**U tfr1Bbfc#f893© 

*&WD&m<D&zmi&\t* mmfe-znir, 2 «m±© dpp-iv 
i) 2aK±©DPP-iva#*^rtrtt«©*--ttwtbT©s#, 2) 

2a^±©DPP-IV|a§m^WM©WM<hbT©|W|B#^ 3) 

±© dpp-iv ia*ai^w«ffl©**»^t^^©^M^** V5T ®s:#^t* 

DPP-IV 10* <hLTJ®0. 0 1~1 0 Omg/kg*l. 0?* 

b<&0. 0 5-3 Omg/kg#l, ££K:$?£b<teO. 1-1 Omg 
/k gftlT?*!), 1 0 10~ 2 0J8#-r*E bV>. 

*^bj©e^«, \z&tfz dpp-iv B**of^ffl* J ^< tfe^ia* 4 ^ 

#fg9!«, £ r ^ 1 Btr^iClftl^^ DPP-IV 10 fcV>b 90% 

(fiP*b<ttlO£V>b85K) (£T£it#<iK NP-IV fi#**GT*ffi«»« 
»|J , 8 ^F^tCjfil^^ DPP-IV ^tt^ 10&^b90% ($?£b<tel0 

fc^b 85%) ftTsw, dpp-iv B«»^«ttu«mniHj > w 12 

WHH«K:jlil*+ DPP-IV 10 fc^b 90% ($?£b< It 10 fcV>L 85%) 

<f&T£i±#5> dpp-iv mmm^mnrnmrnmi , r«s4« 1 p#»e> 8 r# 

IBJfcfrfcoT* «4> DPP-IV ^ttfc 10 fcl^L 90% ($?£b<& 10 &V>b 

85%) ^raws* dpp-iv Ba**^r»ffl«»««j > r«4«iii*raa> 

e,12^^feoT, «*DPP-IV«£10&^b90% (jff£L<ttlO 
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z.z.~c, dpp-iv K:mt5«^ *fi»iil^I*t 

%>o shMomm (tt.Afct »li^5Vi«pgiiiii«)' (Uot, dpp-iv 
^M^^^^T^Wj:^*^*^^ ^MifaM* DPP-IV Stt 
£10 73:V>b90% (£?;i;b<tel0&^b85%) {&T2^%Z>1&}iimmMT° 
«BJ© rDPP-IV lll^fSfflWSlJ tM-fSo 

#2§0J© DPP-IV iS^ttHiaSIIiH «4> DPP-IV 10& 
V*b 90%, ff|;b<tel0&^b85%, £ 6 fc£F£b.< 10 &V>b 80%, # 
}C^£b<fcU5&^b75mT£iHI=5. 

DPP-IV mTO^^W-fBI^S fWt>F (Ra 
ymond) £>©#& (^Tfcf-TV-X (Diabetes), 4 7#, 
1253-1258 H, 1998 J £*'Jffl bfc#£££ D&'J^TS 21 £ 

^t?#§= mmisrakm* dpp-iv ««tto, M©s^i6Bi*iT&nte\ 

±fBbfctil (10, 15, 75, 80, 85, 90%) £^&oXV>Tt> 

«4> DPP-IV £§&{£TTO, «4> DPP-IV »«llJ;oT, ±fBb 

fcffiiig&oWTfeck^o #!l;Lfc£, «4> DPP-IV m&vmM&ftO)*^ 

izmWW-Xmt&teZWi&iat, «4> DPP-IV ?£tt{rF«±fBb£:ii£ D 
t>£ oTfc=b<, 90%«95%^±(DfI"ea5oTt) 

^hj© dpp-iv mmm^mmummmthx^ mt^tc^mwo 
dpp-iv pis^w^^ijo^-fe, dpp-iv mmmviik&miwisntzmmtimtf 

jWebfc*5SWOE*©5-feor"DPP-IV Pfi«^W^tt»Ji: DPP-IV 

l^itttii £ sfc^fr-trcfc* Bill fc 2 %>» * i/ ^. 
*^bj© dpp-iv Rg&^&ffimmftt. mmm< , u^%^< * 
pin«jt) (flu th, -y*, ij-;k t^t,, 7^h) t 
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tz>m&> dpp-iv mmmzmft 1 mmt lt® o . oi~i 

5 OOmg/kgM, ffJb<(10. 0 5~3 0mg/kg#l, §6W 
tl<«0. l~10mg/kg#iT^!), i©*?rl B 1IhI~2IhIS# 

famz&tfz dpp-iv R&«ig©ft^»&< t^m^^^mmnm w 

10 UVi 0 

*%BJ© DPP-IV IlltlltffiWSIIi tffl3Lfc^BJ0»14M 

is wan***, ^ne>«*^Hj^i5^-r§t)©Tim<, ©«h* 

JftJKbfeVi«BT3Wb*'&Tt)«kVi. 

-4-7x^;hi, KD-r y^y u >-6-#;i^=H*-$ F£\ 
ik&m b « 2- { [3- (7 5 y * -2--r y y^;p-4-7 x -)V-\-**v-\ , 2- 
20 v k H D -6->f V^'J-;Wt^>}7th75F — #* ntt & , 

{fc-^C » L-threo-T VD-f ->;!/ ^7l/U (P32/98) S^n^tltc* 

\t%mK (150mg) , 9UI (1184mg) , 3->7;?-5P (360mg) , HPC- 
25 L (Sp°n^, S*WB OHO ft) (60mg) , ^^^V^^Wr^P-^* 
;W>^7A : ECG5 0 5> E« D B p (#) §51) (60mg) , «§S"fe;P 

P-7 7 fcT-feJk M«XH (HO fi) (172mg) *i^f7'J 

ymrtV^s^k (14mg) £¥Ur*&bfco **5tt£ffi'&tt<Z> , 5'5 200mg 
^?ftjx^>7^;7l/7^ Sfl^vrlTteU 8mm ©ftSU* 
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##0iJ 2 

w&ommm i ~ 6 , 8~io, i 6&£tfi 7Tffl^fc4b'&%Ate> # 

ik&VaA -ffimm. (2.04 g, 5 mmol) OtK (20 mL) SUfcfcl&Jt XMit 
^HJ^A (10 mL) £»U #e»nfeM^^MT 1 O^ffi^Ufco 

10 fr<bn®B>VT, ^£%A(0.87 g, 82.93!) 

I3#r3 :2a (° ) mmm : dffi (t>nhn-A) 
5.9 8 14.8 
7.8 8 11.2 
15 8.44 1 0.5 

17.1 5.19 
3 . 

«©^f!l7*3ct^l 8~2 3Tl^miAH XOkDlZLTU 
20 iab/to 

1 ) 3-(T 5 / pWW-2— T V^hl-^V-4-7x^JH, 2-i^b H P-f 

y^v u >-6-;*j;i/fc h u;Ko. so g, 2. 4 mmoiK 1 m& ymiki- h U 

7K»tt (0.48 mL, 0.48 mmol) ^cttXTK (1.42 mL) <DM^^ i?*?)VX 

■ ;p**s/p (2.0 mi) *in^., 85<ct i i^iaiWf.bfc. £i«£ 1 WM^» 

(1 mL) Tifcm BOrTMJE^iibT, flS'&ijA • 1/2 $>*9=-;l*;P**'> 
Ffnflfc (0.88g, 93K) §ifi^tLT#fc. 

2) ^«jA-l/2^^x;l/*^S/HWKl (10.0 g, 26 mmol) 

(40 mL) (DM&m* 60 , CT«#LT»»L&fcfc. £0»*fc: 60^^ 1 
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(27 mL) ^iUDLT, «F*©pHftl.5fcH»bfcft, SttK(0.5 
g) gftftlU 60rT10^1»Lfco «ttl*£3®U ^^y-;i/-7K (2: 
1, 10 mL) tft&Llt. *ttt«c«*^fc#. 60"CT?«^Lfe#6, 5% T> 
^-7* 05 mL) £»bT>?g$0pH£7.3 RjftifcteJic (1.3 

5 mu *mT\stc&, i ^wtx^u^-r^u i mm®w 

bfeo «fmbfc«sft*5®u j&»i,£j*£/--;mc a : 1, 15 mD t«b 

frbfcft, 50t:TMJEMbfco ftgnfett* (10 g) fcftftX^ (100 mL) 

z-vTmv, £e>£}}we i mmm^tco m&zzMv, ^mhrmm 

10 X^;W (20 mL) 50^T«BEtt*LT, fc«&*&A(7.5 g, 85X) S 

8.9 8 9.8 4 

15 10.0 8.82 

16.0 5.5 5 

17.1 5.19 
2 2.9 3.8 8 
2 4.8 3.5 9 

20 2 5 . 8 3 . 4 6 

###iJ4 

M£©«#»Jl 3-1 5TfflVifc^tfBtt, »J:5tCbTgl5ibfco 

2-{[3-(75;^ -2-r v 7'5 1 ;u-4- 7 x x;m y -1 , i-v tHo 

25 U-;W^MT-khT5 F (l.O g, 2.6 mmol) £x^/-;i/ 

(10 mL) 7KC10 nDftJO^fc. -€-©^> ^#lB©a^Sr 

B(0.31 g, 31. OX) ©Mfcfffc. . 
TcHfl-flHi C J2 H 25 N 3 0 3 HjOtLT 
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mmm: C, 66.48; H, 6.85; N, 10.57. 
&M: C, 66.51; H, 7.05; N, 10.50. 

gffirft : 2 a (° ) iSMffi : dlt (*>^X hP-A) 



7.- 


5 0 


.11. 


7 8 


1 1. 


2 


7. 


8 9 


1 3. 


7 


6. 


4 6 


1 4. 


7 


6. 


0 4 


1 8. 


5 


4. 


8 0 


1 9. 


8 


4. 


4 7 


2 0. 


4 


4. 


3 5 


2 7. 


4 


3. 


2 5 



AttMl l 

fc-grtlA (lOOmg) , HPC-L (ffifi^ B^Wit (AO ») (180mg) & 
ck^HPC-M (ffiAg* B##3i (*) tt) (720mg) SJUTCafcUfc. 

n^nzm^o)?* 2oomg ^^ffi^>7 p ^yi/xm (aw*t««) 

§H»I2 

-ffr&fl&A (lOOmg) , HPC-L a*#B (I*) K) (450mg) & 

ckr>'HPC-M 0&&£, B*Wm (W) §£) (450mg) £#L#"rg-&Lfc. 

%t>nz>m%W(Do% 2oomg ^te^>y^yi/x^ (SW»«) £fflV> 

TflTteU fig 8miD ©&&l£»fc. 
H»J3 

ft-^A (lOOmg) , HPC-L B##j§ (I*) 8D (720mg) * 

«fctfHPC-M (80 SD (180mg) *%&T*M&Ltz. 

nt>nz>m&®®5*> 2oom g *fftjBE#>^s:^u^ai (gwfitasi) 

4 
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Ik&toA (lOOmg) , Polyox WSR3 0 3 (iSfp^. a-^->*-A 
< (720mg) *5J:t;^UX5 L ^>^U3-;P6 0 0 0 (180mg) *H 

n*>nz>M£V!}<D5-t> 2oomg &»/E^>yj?;y^xa (TO 

<fr&*&A (lOOmg) , Polyox WSR303 (ffiA«« 3.-*>ti-n 
, <i Httfi) (450mg) jo e tl/^UX9 1 l/>^Ur]-;i/6 0 0 0 (450mg) £?L 
flOfig'&bfc. ftfttlSffl^O^-fe 200mg ^tftJE^>^y^X^ (SW 

io 

lt£%A (lOOmg) , Polyox WSR303 0SiB£, 3. 

■f Htfcil) (180mg) 6±tf#'JX?l/>jfij3-^6 0 0 0 (720mg) £¥L 

grem&vrco %t>nz>m&m<Dt% 2oomg &m&#>7j$,7uxm mm 
15 nmM7 

ik&VdA (300mg) MlJfHPC-M « D D B «> 0*WB (ft) SD (700mg) 

*%&x>M^tc/&%nzm&®(Do% 2oong*»jEE#>^3a:^w^»(a 

20 fti^tJA (78mg) , TC-5S 0SiB£, ffiSUfc^lH 0*) 88) (47mg) , 
^ bO-X9 0 SH4 0 0 0 Gffi,&£, ffi^b^XH (HO S) (190mg) & 
«fctf*T-7U>»T#**>£A (2.4mg) ftStlfciS'&to 
©35 243mg S»JBE#>^ay^« */BHT*T«fcU Kg 

8mm 

25 ^M#J 9 

ft£«fA (79mg) , TC- 5 S (j£A£, flfittft^X* (*) ») (119mg) , 
^ hD-X9 0 SH4 0 0 0 GS«ft£, flttMb*I« (*) ») (H8mg) & 
«fctf*x7U>B^*->£A (2.4mg) *H#7?jB'&Ufc. #6»n*S-&ft 
©•513 243mg ft»JEE#>^^l/^« (IliHi) ^^TtT&U US 
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8mm (Dtiffl&Wt. 

mmm i o 

fc&mA (79mg) > TC-5S (i§p Q p£, flMWM*!*' <«0 ft) (190mg) , 

^ hD _ X 9 osh4o.oo mmit^xm <m ft) Mm) & 

J:^f7'J>S!?^^A (2-4mg) £?L$ta?ig£Lfc. mznZM&Vl 

'^5^ 243iw *ttffi#>:/a'?V*» (IMD £fflv>T*mu S@ 

8mm ©»J£#fco 
H«J 1 1 

-ffc^tlC (lOOmg) , HPC-L m&%. B##3§ ($0 ft) (450mg) * 
J:5'HPC-M («£> B*WM W) ft) (450mg) 

1 2 

fc£*C (lOOmg) , HPC-L M< B##5S (80 ft) (720mg) & 
MPC-M (&,&£> U*WM (80 ft) (180mg) Mt^lfc. 
WSnSfi^ttOSfc 200mg Stoffitf^^l^ttl (SW»«») SfflVi 
TfN£U ItH 8mm OteSIS^fc. 
1 3 

<K&®B (75mg) ££tfHPC-L B#tfil (*) ft) (925mg) 

*¥L»T?}g-&bfc. nzn%m&®<Do*> 2oom g *^ffi>p>^s:y (a 

WMfllft) SfflV>T*TteU *ft 8im ©ISWSWfc. 
1 4 

^#IB (37:5mg) , HPC-L (M,£, B#W3§ («0 ft) (370mg) *5 
^HPC-M (ffifl*, (#) ft) 02.5mg) fc?l*T!»&l,fc. 

W&ttSJS^toOSS 200mg Mffi^>^yi/^« (gffl&»») 

1 5 

fc-&«jB (37.5mg) , HPC-L 0&p a p£, B*WM (80 ft) (231. 3ng) 
&J;tfHPC-M (ffia«. B#W3i («0 ft) (231. 3mg) S9WCS£L 
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&. %t>nz>u%m<Do% 2oomg *mi£$>7ttv7,m (mmmmm) * 
mmm 1 6 

<ft-&t>A(120mg)£|<J7 OVmmhTcGe lucire.50/13 (iSa D p«, 
5 Gattefoss el) (2280mg) fc*inU n^tlZm&W 
400mg £ 1 W^^yfi^Mzimh. Mt?2 4B#W;feSLT@ 

$mm 1 7 

#9 9 OrTffllfcAJkt^tO') :#U-»^7 5/^ 103, 7 a 

10 -f >M£it®l) (228mg) CGelucire-5 0/13 <M&£s Gatt 
e f o s s ett) (2052mg) SS&flnU OtCMlfc. #£>tt£?g£- 
mzik^VlA (120mg) fcSsiPU JWbfc. ftSnSfg"^©^ 400mg£ 

HJS^iJ 1 8 

15 lb-&*A (lOOmg) , WftbTS/fll (ffi.R£ : 7^'J7>^7 10k 7D-f> 
hHHS) (500mg) , ^X>^ (lOOmg) *J:t^L» (300mg) ^LifcT!^ 

Lfc. nt>nz>m&m<o5-h 2oomg *»jE#>7*^7*^ai (gw»*»»> 

£Jfl^TtT*IU itS.8inii®fil»JS#fc. 
SIMIM 1 9 

20 flJ&toA (lOOmg) v «ftt*7^«l (Iffiifi* : 7^J"7y^ ; 10K 7U<> 
t>gfl®l) (500mg) , ^I>i (lOOmg) fc<fctf3US (300mg) &9L#T?jg-& 

bfc„ mznzm&mo)^ 2oo mg £ittffi#>75£7V*« oiwtM) 

H»J 2 0 

25 fl?&«A (lOOmg) , HPC-L 0*W^ («0 «) (500mg) , 

HPC-H (i&D a a£> 0#W3i OK) S4) (300mg) *«fc^X>K (lOOmg) 
£?L#TS£L&.#fctt3ig'&*l©'5 , 5 200mg£?ftJE#>7"5£7V*8Sai 

2 1 
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4£&WA (300mg) , HPC-M U*WM OHO M) (400mg) & 

&Z$?X.>m. (300mg) 5?LM^l&c ti^nS^-Stl©^ 200mg£?$ 

ee^>7^^i/^^ mmmmm) ^/b^ttou m 8mm 0M£#fc o 
mmm-2 2 

5 ft^A (300mg) , ^ hP-X9 OSH-40 0 0 MSffc^XMI 
(tt) SI) (500mg) fcefctf^X^gg (200mg) £?L&mi-&bfc 0 
M&M<D5*> 200igft»£E#>^7 r V^*(31fiW»*SI) £ffl^T*T*IU 
]tg 8mm 
»M 23 

10 flJ&l&A (300mg) > ^hn-X9 OSH-40 0 0 (iSM, MilMt^XMi 
(«e) SI) (250mg) , HPC-M (ftAg, 0#W3i (80 SI) (250mg) 
43£tf*X>Bfc (200mg) fcHJIarig'&Lfc. #6 OSS 200mg £ 

ft&/£^>7°5£:/l/7,a (SfflffttlSO £JBV>T*TteU Eg 8mm ©teS0S» 

15 2 4 

flS-&«jB (600mg) , * hD-X6 5 SH-4 0 0 0 GSA£> flWMb^XSR 

(ft) SO (400mg) , T C 5 - RW 0SA£* flWMt#X8 («0 SO (800mg) , 
•7>- (180ms) *^f7U>i7^'V^A (20mg) Sftflrcfll 

-&bfc 0 »6n*s^*©5-6 4ooigft»jEEJi?>yia:^^«i (iffiii) 

20 £ffllsT*T&U lt#llmm<Z)^J^»fco 
HJifll 2 5 

ft^lB (900mg) , j* hO-X6 5 SH- 4 0 0 OS A** «il<ft¥XfSI («0 
SI) (600mg) , TC5-RW (ffiA«, ffir*Wfc«* (HO CO (600mg) , 
h-;U (840mg) , ffiEZiM (30mg) £J;tfXx7 U 
25 (30mg) £¥Ur??I£b£. mznzM&WXDolS 400mg £$JBE#> 

7:£:7V7>$8 (SWUM) &fflV»T*TteU jtS 11mm OSIJW*#&. 
IWJ 2 6 

4b£*B (450mg) , HPC-L 0SA£* B^Wil (80 SO (1020mg) , 
n&=-Mik&i (15mg) fe«fctfXr-7U>B6^*v'2A (15mg) &?L#T 




WO 2004/024184 PCT/JP2003/0 11570 

37 

M&vtt. %t>nz>m&%>j<D?t> 4oomg *m&-$>73:7°uxm mmmm 

ik&WB (450mg) , Polyox WSR303 (iSffi^, ZL~^>^-n 
5 -fK*fc«) (150mg),TC5-RW(iS^,#iift#im(^)®!) (450mg)> 
■7>- (420mg) > Stfi=-B6«3«c (15mg) fei^fT U >MW* 
zsVA (15mg) .^A^TfS'&bfc. %t>%l%m&SfaO*)% 400mg £#&EE^> 

2 8 

10 it&WB (450mg) , ^hD-X6 0 SH-4 0 0 0 0Sfi£» M«XH 
(*)«) (150ng),TC5-RW(iai««,fllttft:^HI(«0«) (450mgh 
V>- (420mg) , StfeH—ttfttt (15mg) ^iDEXfT'J^n 
~><>A (15mg) S?L#T?S-&Ufc. #&n£S£4&0"5^ : 4OOmg £iftjBE#> 

tt^uxm mmwm zm^mmv, Asumoi^im. 

15 2 9 

fb"&^B (45'Ong) , ^hP-X90SH-4000 («>£> Mfl^IiS 
. (mm) (225mg), TC 5-RW W«Hift;#Ii(»)I) (375mg) , 
h-jl/ (420mg) > ffeE-lltft (15mg) ^i^rTU^^ 
(15mg) U&. #Sn§M©5^ 400mg £JftjEE#> 

20 y^^VX^ (SWUM) £EV>T*T«U fc&llinm®te»J£fcfc. 
«0>J 3 0 

ffc'&ftB OOOig) , ^ hP-X6 0 SH- 5 0 (ffiAg, fSSMfc^lMS («) 
tt) (1200mg) , -?y~h-)V (840mg) , Hfi=z:K^«c (30mg) £«fctf* 
fT'J^^^A (30mg) £¥UTOI£bfc« ^n*®^©^ 
25 400mg &«iBE#>:/a:7V;*l* -(SOTMttS) &fflvyr*rau Mllmm© 

HJS0»J 3 1 

fc-^B (450mg) , / h D-X9 0SH-40 0 ftSWfc^lMt (#) 

S) (300ing) , TC 5 - RW (gfp«, (ft) '© (3.00mg) , 
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•?>-h-;V (420mg) > n&E.-mim (15mg) ^XtT'J^^ 
(15mg) fc?U|n!»&bfc. #6>nsm^©5^ 400mg £*fiffi#> 
y^^l/X^ (WW Sffl^TJIfcU BflllBiii©«aB*#fc. 

mnm 3 2 

fc£#>B (450mg) , ^ hP-X6 5 SH- 5 0 (ffiiSi£, fltSWb^XH (80 
S) (600mg) , -7>nh-;U (420mg) , ffi=-^I (15mg) 43«fctf* 
r7'J>f7^^ (15ng) **iln!»&bfc. #&n«iS'&«f©'5'5 
400mg^»ffi^>y^yi/Xa (HISS) £/flV>T*T*tU Eg 11mm© 

3 3 

fls£4foB (450mg) , ^ hD-X9 0 SH- 1 0 0 (MF a £, flttWb^X* (**) 
fi) (600mg) , T>nl — ;i/ (420mg) , jtfe=-B*fb#c (15mg) 33<klfc*, 
f7U>f^^A (15mg) Sft#T?jg^bfc. #£>*X3^£-$J©o^ 
400mg £iftBE#>75£"7>X$ &9NMUft) fcJBVyt*ttlU fig 11mm 0 

MM 3 4 

'fb'a^B (450mg) > ^ hU— X6 5 SH- 1 5 0 0 G3i9i£< ^Mit^XM 

mW (22^,TC5-3RW(iSfl*,flfiBWfc^Xfl(«c)» (375mgK 
-?>~h-)V (420mg) , *tfe^z:SMt;8 (15mg) *J;^f7'J>K7^ 
->^7A (15mg) &?Lfla?ii£bfc. ttStlS^t)©?^ 400mg &mi£#> 

y^fuxm mmnmm) ^m^nnrnv, mim <o§m*wt. 
mmms 5 

B (900mg) ,*hO-X90SH-400 (Mi^ MSSflS^lHI <**) 
8) (450mg) , ^ hO-X6 0 SH- 5 0 (S5ift£» ftiftflS^I* (80 84) 
(1200mg) , YXh-JP (390mg) , »fi==:K^«c (30mg) ££OUx7 
'J>B67^^A (30mg). *A# , T?ffl'&bfc. »&n*S'&4&©3'M00nig 
^?ftflE#>^yi/X^ (SWUM) &JflV*TfI*U Hmm -OttSU* 

«M3 6 
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4tG®B (4190mg) , * b U-X9 0 SH- 3 0 0 0 0 flTfe&ft# 
xm (Mi S3) (8000mg) , ;* hD-XSB-4 08.Pp£, MUMPISH (W) 
M) (2000mg) , ^H-fe^P-X (2000mg) , 7>^l — )V (3570mg) > H 
6=-M#c (40mg) ^3J;^f7'J>i?^^A (200mg) *aJFC« 

£fflV>T*mU il#llmm©^J^#fco 
«#I3 7 

<b^B (2095mg) , ;* bO-X9 0 SH- 1 0 0 0 0 0 ftfc&ft 
^lH(tt)M) (2000mg),^B|-fe;i/O-7.(2000mg)>T>nb-;K3785mg), 
HfiZ-Mtfc (20mg) fei;tK7.x7U>m^^^^^^ (lOOmg) *?Lfln? 

mmm 3 8 

fb-^tlB (104. 7mg) , * hD-X9 0 SH-4 0 0 0 (M8t£> {tS&ffc^I 
m (W) W (116. 6mg) , ^H"fe;i/P-X (33.3mg) , T>nh-;P (71.8mg) 
&J;t£7.x7U >^^~>^A (6.6mg) £^t? 333mg S*©M§, AMI 

1 

rftt)"fe» sttS«i~3Tr»6-nfc«aiiK:oviT, ^tHKSfc (ah^ o. 

l^Wh'J^f^T^A^nSH (CTAB) ^#6*31^$ 
(EAT, CTAB^fB«tl&fBt^) 5 0 0mL> @£ 
gc.lOOrpm) Sff-pfc."«*S [«1] 2OT^UT, 

[HI] 



»W* (%) 
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mm (h) mmn mum 2 mmms 



0 


0 


0 


0 


1 


7 


10 


19 


2 


11 


17 


32 


4 


20 


31 


56 


6 


30 


43 


79 


8 


40 


57 


93 


10 


49 


69 


99 


12 


57 


76 


99 


14 


65 


84 


98 


16 


72 


90 


98 


18 


79 


93 


98 



frofc. »** c*2] t^i-o mmnthx. 0mmi(D$m^ 

[*2] 



isia (h) (%) 

0 o 

1 8 

2 24 
4 53 
6 85 
8 95 



WO 2004/024184 PCT/JP2003/011570 

41 

10 99 

^mommostm^^'f^)^^^-^ iv (dpp-iv) mmm&zv. 

mmmi 3T#e>nfdg#ym fr^Ammmi 3Ti#e>n/t 
m\ i m&ktsm^m i xmzntzmi i -mm^ita-if^z 

UPt^L/fco ^#MR«#^0. 5, 1. 2, 4> 8^ri§l:MI 
7^£»U #e>tl^AA°U 0 DPP-IV m&Z&TV&OtLTM 

^J5&«W ; e>F (Raymond) Ttf-x-f-X (Di 

abetes)> 4 7t, 1 2 5 3- 1 2 5 81, 1 9 9 8^) C?CT9 
6^¥JS^l/-b^ffl^T3 0t:T«bfco 7jc7 0/iL, lMhUX-t 
il« (pH7. 5) lmM^U ^ • ^D»J^-p--h 

D7-'JF(Gly-Pro-p-NA ; A'7^Ati)7jc»l 0 0 /iL£ 
SsjDU iM^lItf:, »Tl£am^ ^«J«lfilbfcSltlJfil 
^J:D^"epSbfc1t>7>«2 0 //. 1 &±mu&&%tiznz.. 3 or 

tfcffi) £fflViTifc64 0 5 nmT?$J£U ^©itJlP (AODs) 

©JIJJD (AODc) > rt^^^V^g^t^^^K^CDiiSn (AOD 

5£: [ (AOD s —AOD b) / (AOD c — AOD b) ] X100 
fc^OtHTUfc. t^3] IZtkTo ^4>£>> DPP-IVMttHteU TOM 

±^®^ (n=3) £^1% 
[S33 



DPP-IV M (%) 
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P#IKI (h) 




0* 13 ommm\ \ om\ 


0 


100± 0 


100± 0 




85 ± 2 


. 37±23 


i 


70±18 


22± 3 


2 


60=t 14 


28± 5 


4 


59±13 


45± 7 


8 


72+ 4 


63± 8 



[St3] ^e>, n»i3T#e.nfc*^©M^M^ 

[Hl^lOOrpm) ^fTofc 0 ^m^£CTAB^WB^-$t£T 

M^ffofco ^^fWtl D§4] &=fctf S5] fC^lT. 
[^4] 





mm 


* (%) 


« (h) 


mmm7 


«0U2 1 


0 


0 


0 


1 


35 


40 


2 


52 


58 


4 


81 


83 


6 


105 


103 



[^5] 
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mmm (%) 



BfM (h) 


MMM 7 : 


2 1 


0 


0 


0 


1 


3 


24 


L 


0 


o4 


4 


13 


51 


6 


.20 


67 


8 


26 


78 


10 


32 


88 


14 


44 


95 


18 


55 


95 



[3S4] [*5] *>S, WW (^x>|£) ©synJK:«fc?K *mi 

mm±(Dmm^im 

20 »ifcs«aott, Bjf^ffl*^ < > i s i m<omm t^o m\z& 
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mm* 

6 . 'w7W)\,*°?7jr-~ if- iv K***'&*r , r*lfetttt«3Bi v^y^ 
^;^y^^-if-IVE^$^W^^mtt®^J<h^a^t)*Tfj:§tt 

8 . ifii«T^JTfe §f»^ 5 iBmog^o 

9. 1 Btra^tlfii^t^^^I/^y^^— tf-IV 10 

1. 0 . 8 l»iitft^^^Kyf^- if- IV 7£<I4£ 10 foV^l/ 
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